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REMARKS 



The speculation has ^ amen d e d to provi.e • ««- 
re£ erence to the P—usly m- mternational ^cation. T 

is have h,en amen d e d to delete improper — — ~« 
and to place t h e application into fcetter £ orm .or 

ol the present a— t an d .ayorahle — ~ the a b o.e- 
id enti£ie d application are earnestly solicited. 

Attac hed hereto is a mar.ed-np copy o £ the cnan.es made 
t he application hy this — - ^ ^ ^ 

If necessary, the commissioner is hereby 
„rent, an d ^ replies, to payment or ^ 

^payment to deposit .count ^ - - - 

T7 r f R § 1.16 or under 37 C.F.R. a 
fees required under 37 C.F.R. & 

particularly, extension of time fees. 

Respectfully submitted, 
BIRCH, STEWART , KOLAS CH & BIRCH, LLP 

-^rliTMTMu^phyTjr- #28,977 
?>^,)%( 
P F a?is BO Cnurcn, VA 22040-0747 
GMM/cqc (70 3) 205-8000 
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VTTH MARKING °"""™r. ™*"° ES »°« 

The claims have been amended as follows: 

X (Amended, [Use, A_method_=^^ 

di^e&s^Jihi^h^SSSS^^^--^^^^ COlla3SnaSe 3 33 3 PrOSn ° StlC 
clinical marker for the detection of destructive joint diseases. 

2 (tended, [Use] The_method according to Claim 1, wherein 
collagenase 3 is [used, detected for prognosrs of the progression 
of rheumatoid arthritis (RA, . 

3 (Amended, [Use] Thejethod according to Claim 1 or 2, 
wherein the collagenase 3 - expression is determined 
qualitatively and quantitatively. 

« (Amended) [Use] Thejethod according to Claim 1 or 2, 
herein the collagenase 3 antigen, both as a pro-ensyme and also 
in an activated from. is determined qualitatively and 
quantitatively. 

S (Amended) [Use] The_ JS ethod according to Claim 1 or 2, 
wherein the catalytic activity of the activated collagenase 3 is 
detected. 
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6. (Amended) m»»1 The method according to Claim 1 or 2 , 
wherein the quantitative relationships between collagenase 3 and 
its specific or unspeoific inhibitors!, as the case may be,] are 
determined by determination of free collagenase 3 protein and of 
the same bound in complexes with inhibitors and compared. 



7. 



(Amended) m„ R l The method according to [one of the Claims 
1 to M claim 1 or 2 , wherein the detection is done in tissues and 
body fluids. 

8. (Amended) [Use] The_method according to Claim 1 or 2 , 
wherein synovial membrane preparations, cartilage and bone 
preparations or preparations of the synovial membrane/cartilage 
interface, obtained in synovectomies, artificial joint 
replacement, inter alia operative interventions, and also in 
biopsies are used as tissue. 

9. (Amended) [Use] The^ethod of Claim 7, wherein synovial 
fluid or blood are used as body fluids. 

10. (Amended) [Use] The method of Claim 1, wherein 
collagenase 3 is used for the detection of an increased genetic 
predisposition for rheumatoid arthritis (RA) . 

11. (Amended) m~l The method of the increase of the 
clinical relevance of the meaningf ulness according to [one of 
Claims 1 to 101 Claim 1 or 2 , wherein not only collagenase 3, but 
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also further markers such as HLA antigens for the detection of a 
more severe progression of RA or markers such as certain patterns 
of HLA antigens for the detection of an increased genetic 
predisposition are used. 

12. (Amended) rusel The method according to [one of the 
Claims 1 to 111 Claim 1 or 2 , wherein not only collagenase 3, but 
also MT1-MMP and/or gelatinase A act as prognostic markers by 
determination of their mRNA or protein expression, their amount 
and localization or their catalytic activity in tissues or body 
fluids [, as the case may be] . 



